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membranes around biol . materials using photopolymn. of water soluble mols. The 
membranes can be used as a covering to encapsulate biol. materials or 
biomedical devices, as a "glue" to cause more than one biol. substance to 
adhere together, or as carriers for biol. active species. Several methods for 
forming these membranes are provided. Each of these methods utilizes a 
polymerization system containing water-soluble macromers, species, which are 
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at once polymers and macromols . capable of further polymerization The 
macromers are polymerized using a photoinitiator (such as a dye), optionally a 
cocatalyst, optionally an accelerator, and radiation in the form of visible or 
long wavelength UV light. The reaction occurs either by suspension 
polymerization or by interfacial polymerization The polymer membrane can be 
formed directly on the surface of the biol . material, or it can be formed on 
material, which is already encapsulated. For example, the microcapsule 
interfacial polymerization method was used to form membrane around alginate- 
poly (L-lysine) (PLL) microcapsules containing islets. Alginate-PLL 
coacervated microspheres, containing one or two human pancreatic islets each, 
were suspended in a 1.1% CaCl2 solution and aspirated free of excess solution 
to obtain a dense plug of microspheres. A solution of ethyl eosin (0.04% 
weight/volume) was prepared in a 1.1% CaC12 solution and filter-sterilized. 
The plug of microspheres was suspended in 10 mL of the eosin solution for 2 
min to allow uptake of the dye and excess dye. was removed. A solution of PEG 
18.5 tetraacrylate (2 mL; 23% weight /volume) containing 100 L of a 3.5% 
weight /volume solution of triethanolamine in HEPES buffered saline was added 
to 0.5 mL of those microspheres. The microspheres were exposed to argon ion 
laser light for 30 s with periodic, agitation, washed with calcium solution and 
the process was repeated in order to further stabilize the coating. A static 
glucose stimulation test (SGS) confirmed the vitality and functionality of the 
islets . 
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The present invention comprises methods and compns . for the treatment of 
pathol. conditions of the dermis and dermal structures of animals and humans . 
In particular, the present invention comprises the use of topical delivery 
vehicles, including hydrogels, which incorporate active agents, such as 
organic acids, for the treatment of dermal conditions. For example, a 
polyacrylamide matrix containing citric acid as the active agent was prepared 
The matrix was made by dissoln. of acrylamide, bis-acrylamide, guar gum, and 
glycerol in the aqueous charge and then initiated and catalyzed polymerization 
with TEMED and sodium persulfate. A sheet of hydrophilic matrix was created 
by dehydration at 45° resulting in approx. 3% moisture. The sheet was then 
reconstituted with the addition of concentrated solns . of citric acid to form 
sheets so that the moisture content was approx. 50% by weight The 
concentration of citric acid in the prototypes was 6%, 8%, 10%, 12%, and 16% 
by weight The sheet was applied to infected nails and secured using a medical 
grade polyurethane adhesive thin film dressing. The cover dressing was 
applied so that the matrix parts were completely bordered on all sizes. 
Matrix applied in this fashion could be worn for up to one week but typically 
were changed approx. every 2-3 days. 
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AB The present invention pertains to pharmaceutical formulations and systems for 
delivery of active agents, wherein a first fraction of an active agent is 
suspended in a vehicle and a second fraction of active agent is solubilized in 
the vehicle, with the suspended fraction representing about 5 weight % to 
about 80 weight % of the active agent and the second fraction representing 
about 20 weight % to about 95 weight % of the active agent. One or more 
addnl. active agents, which may be fully solubilized, partially solubilized, 
or suspended, may also be present. The first and second fractions of the 
active agent may or may not have different release profiles. Generally, a 
significant fraction of the solubilized drug will release rapidly, providing 
for rapid onset, while the suspended drug may be formulated for delayed and/or 
sustained release. A pharmaceutical suspension contained isotretinoin 40, 
soybean oil 200, Maisine 35-1 100, and Lutrol F68 100 mg. 
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AB The present invention relates to compns . and formulations to enhance 

bioavailability of bioactive materials and preparation method thereof. More 
particularly, the present invention relates to a composition comprising at 
least one monoglyceride, at least one emulsifier, organic solvents and aqueous 
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solution and a liquid and powder formulation prepared by adding bioactive 
material with a low bioavailability to enhance bioavailability of bioactive 
materials and to acquire high encapsulation efficiency of the bioactive 
material and high storage stability for a long period of time and preparation 
method thereof. For example, a liquid formulation containing tetanus toxoid 
was prepared In 120 uL of ethanol, 20 mg Pluronic F-68 was dissolved (under 
heating if necessary). After mixing 40 ^iL of the 5.376 mg/mL tetanus toxoid 
aqueous solution and 280 mg of propylene glycol, 100 mg of monoolein and the 
above Pluronic F-68/ethanol solution was added to the mixture of tetanus 
toxoid and propylene glycol and stirred to prepare a homogeneous liquid 
solution Ethanol in the formulation was evaporated completely by purging with 
oxygen-free nitrogen gas to prepare the viscous liquid formulation. The 
formulation was dispersed well in water, and the average particle size and 
polydispersity of the dispersion of the liquid formulation were 303.9 nm and 
0.185, resp., in water and 175.2 nm and 0.377, resp., in 0.01 M sodium 
deoxycholate. The encapsulation efficiency of tetanus toxoid was 80-85%. 
REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
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WO 2001-US13765 W 20010427 <-- 

AB A hemostatic agent, method and carrier for arresting the flow of blood and 
other protein-containing body fluids flowing from an open wound and for 
promoting wound healing are described. A broad aspect is directed to a 
substantially anhydrous admixt . of an oxyacid salt and a hydrophilic proton 
donor which will hydrate in the presence of blood and body fluid to produce 
cations to promote blood clotting. The preferred oxyacid salts are alkali and 
alkaline earth salts of transition metals and halogen oxyacids with oxidizing 
capabilities sufficient to accelerate blood clotting. Another embodiment of 
the invention includes the compound containing an oxysalt plus a hydrophilic 
polymer such as CM -cellulose , polyvinyl ale, an alginate, and all soluble 
gums. Still another embodiment of the invention includes the compound formed 
of an oxyacid salt in combination with a hydrophilic proton donor and a solid 
desiccant which further accelerates blood coagulation reaction rates. The 
cation exchange material or an admixt. of an alkali metal oxyacid salt plus 
acidic inorg. salt produces a scab or protective coating over the wound for 
protection and enhanced healing. Oxygen produced during the reaction 
substantially reduces the level of bacteria, virus and fungus at the wound. 
The resin is performance -enhanced for greater fluid uptake and more rapid 
coagulation. 
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AB Controlled and sustained release injectable pharmaceutical compns . for a 

biopharmaceutical, such as peptides and proteins are described. Processes for 
preparation of an injectable sustained release composition comprises (i) a 
step of preparing biodegradable porous microspheres having accessible ionic 
functional groups, (ii) a step of encapsulating a biopharmaceutical into the 
microspheres through ionic interaction by suspending or equilibrating the 
microspheres in a solution containing the biopharmaceutical, and (iii) a step 
of recovering and freeze -drying the biopharmaceutical -incorporated 
microspheres. For example, microspheres were prepared by water/oil/water 
double emulsion solvent evaporation method using a hydrophilic 50:50 PLGA 
polymer (RG 502H) , which contains free carboxy end groups. Deionized water 
(800 mL) was added to 1 g of PLGA polymer dissolved in 2 mL of methylene 
chloride and emulsified by sonication for 30 s using a probe type ultrasonic 
generator. This primary emulsion was dispersed into 200 mL of deionized water 
containing 0.5% polyvinyl ale. (weight /volume) in a vessel which connected to 
a constant temperature controller and mixed well by stirring for 15 min at 
2500 rpm, 25° using a mixer. After mixing for another 15 min at 1500 rpm, 
25°, temperature of continuous phase was increased to 40° to evaporate 
methylene chloride. After 1 h stirring at 40° , 1500 rpm, temperature was 
decreased to 25°. The hardened microspheres were collected by centrif ugation 
and washed twice with 200 mL of deionized water, and then f reeze-dried . The 
microspheres obtained were used for incorporation of protein drugs, i.e., 
ovalbumin, bovine serum albumin, human growth hormone, RNase A, or lysozyme 
through ionic interaction by simply soaking and equilibrating the microspheres 
into a buffer solution having an appropriate concentration of protein. 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
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AB The present invention relates to triglyceride-f ree pharmaceutical compns., 
pharmaceutical systems, and methods for enhanced absorption of hydrophilic 
therapeutic agents. The compns. and systems include an absorption. enhancing 
carrier, where the carrier is formed from a combination of at least two 
surfactants, at least one of which is hydrophilic. A hydrophilic therapeutic 
agent can be incorporated into the composition, or can be co-administered with 
the composition as part of a pharmaceutical system. The invention also 
provides methods of treatment with hydrophilic therapeutic agents using these 
compns. and systems. For example, when a composition containing Cremophor 
RH40 0.30, Arlacel 186 0.20, Na taurocholate 0.18, and propylene glycol 0.32 
g, resp., was used, the relative absorption of PEG 4000 as a model macromol . 
drug was enhanced by 991%. 
REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
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DOCUMENT TYPE: Utility 

FILE SEGMENT: Granted 

PRIMARY EXAMINER: Clardy, S. Mark 
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LINE COUNT: 1751 
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AB- The invention relates to a method of imparting ant i -pathogenic properties to 

a substrate material comprising: (a) preparing a coating composition 
containing an ant i -pathogenic agent consisting essentially of PVP-I and N-9 
in a ratio of from about 100:0 to about 0:100 of PVP-I to N-9, the coating 
composition further containing a pre-mix solution with which the anti- 
pathogenic agent is intimately mixed in a ratio of from about 6:4 to about 
8:2 of agent to pre-mix on a dry basis, and having a percent solids content 
of from about 5% to about 35% solids; (b) feeding the ant i -pathogenic 
coating composition into a coating machine; (c) loading substrate onto the 
coating machine; (d) operating the coating machine such that the coating 
composition comes into intimate contact with at least one surface of the 
substrate; and (e) drying the coated substrate material. The invention 
further relates to the preparation of coating composition, the composition 
itself and to providing the coating in a dual or multi layered format, 
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wherein a first layer contains the active ingredient and a second layer 
contains the remaining coating components. 
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AB The invention relates to a method of imparting ant i -pathogenic properties to 

a substrate material comprising: (a) preparing a coating composition 
containing an ant i -pathogenic agent consisting essentially of PVP-I and N-9 
in a ratio of from about 100:0 to about 0:100 of PVP-I to N-9, the coating 
composition further containing a pre-mix solution with which the anti- 
pathogenic agent is intimately mixed in a ratio of from about 6:4 to about 
8:2 of agent to pre-mix on a dry basis, and having a percent solids content 
of from about 5% to about 35% solids; (b) feeding the ant i -pathogenic 
coating composition into a coating machine; (c) loading substrate onto the 
coating machine; (d) operating the coating machine such that the coating 
composition comes into intimate contact with at least one surface of the 
substrate; and (e) drying the coated substrate material. The invention 
further relates to the preparation of coating composition, the composition 
itself and to providing the coating in a dual or multilayered format, 
wherein one or more layers contain anti-viral/anti -bacterial active 
ingredients . 
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Sustained release hydrogels contain a drug in a polymer composed of acrylates 
which are hydrophilic, acrylates f unctionalized by an amino acid, and cross- 
linking agents. These hydrogels are especially useful as ophthalmic inserts 
or medicated contact lenses. Solution A is prepared from 2 - hydroxy ethyl 
methacrylate 85.3, isobornyl methacrylate 10, methacroyl glycine 6, and 
ethylene glycol dimethacrylate 0.5 g, and benzoin Me ether 0.5 g is added. 
Solution B is the same as solution A except pitocarpine HCl (I) 11.43 g is 
added. A triple layer contact lens is made by spincasting 9.8 ^L solution A; 
injecting 2 9.4 uL solution B on the resulting polymer, spincasting, and 
injecting 9.8 .mL solution A on the resulting 2 -layer polymer, 
triple -spun contact lens has a polymer-drug layer encapsulated between 2 non- 
drug polymer layers. This composition released I into distilled water 
relatively rapidly for the first .apprx.20 h, and then released the drug at 
.apprx.0.4 mg/h until .apprx.170 h, when testing was stopped. Solution A was 
also polym. and the polymer was soaked in I to give another sustained-release 
composition, which had similar release characteristics to I-soaked Ocusert-20 
after the first .apprx.15 h. 
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Antisense oligonucleotides, and particularly those with phosphorothioate 
backbones, have emerged as potential gene specific therapeutic agents and are 
currently undergoing evaluation in clinical trials for a variety of diseases. 
In the area of HIV-1 therapeutics, targeting of oligonucleotides to infected 
cells, such as macrophages, would be highly desirable. The present study was 
designed to prepare and characterize oligonucleotide-loaded nanoparticles for 
this purpose. Due to their hydrophilic characteristics, oligonucleotides are 
difficult to entrap in polymeric particles. Here, the oligonucleotides were 
first complexed with cetyltrimethylammonium bromide. The oligonucleotide- 
loaded nanoparticles were prepared by the emulsif ication-dif fusion method and 
subsequently purified. In comparison with previous studies, a high 
oligonucleotide-loading was achieved; 2.5, 5 and 10% oligonucleotide loading 
were assessed. If the initial oligonucleotide content was 4%, this method 
produced a final oligonucleotide loading of 1.9% with an entrapment efficiency 
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of 47%. The integrity of the oligonucleotide and of the polymer, in the final 
freeze-dried product, was retained. Copyright (C) 1999 Elsevier Science B.V. 
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